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L5 ANSWER 1 OF 5 MEDLINE 

TI Suppressed angiogenesis in kininogen-def iciencies . 

AB We investigated whether the kinin-generating system enhanced 
angiogenesis in chronic and proliferative granuloma and in 
tumor -surrounding stroma. In rat sponge implants, angiogenesis 
was gradually developed in normal Brown Norway Kitasato rats (BN-Ki) . The 
development of angiogenesis was significantly suppressed in 



kininogen-def icient Brown Norway Katholiek rats (BN-Ka) . The 
angiogenesis enhanced by basic fibroblast growth factor was also 
significantly less marked in BN-Ka than in BN-Ki. Naturally occurring 
angiogenesis was significantly suppressed by B(l) or B(2) 
antagonist. mRNA of vascular endothelial growth factor was more highly 
expressed in the granulation tissues in BN-Ki than in BN-Ka. Daily topical 
injections of aprotinin, but not of soy bean trypsin inhibitor, suppressed 
angiogenesis. Daily topical injections of low-molecular weight 
kininogen enhanced angiogenesis in BN-Ka. Topical injections of 
serum from BN-Ki, but not from BN-Ka, also facilitated 
angiogenesis in BN-Ka. FR190997, a nonpeptide mimic of bradykinin, 
promoted angiogenesis markedly, with concomitant increases in 
vascular endothelial growth factor mRNA. Angiogenesis in the 
granulation tissues around the implanted Millipore chambers containing 
Walker-256 cells was markedly more suppressed in BN-Ka than in BN-Ki. Our 
results suggest that endogenous kinin generated from the tissue 
kallikrein-kinin system enhances angiogenesis in chronic and 
proliferative granuloma and in the stroma surrounding a tumor. Thus, the 
agents for the kinin-generating system and/or kinin receptor signaling may 
become useful tools for controlling angiogenesis. 
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TI Role of the light chain of high molecular weight kininogen in adhesion, 
cell-associated proteolysis and angiogenesis. 

AB Cleavage of high molecular weight kininogen (HK) by plasma kallikrein 

results in a light chain and a heavy chain (HK) . The light chain has two 
domains: D6, which binds (pre) kallikrein, and D5, which binds to anionic 
surfaces, including heparin as well as zinc. Initially, HK was thought to 
be important for surf ace -activated coagulation. HKa or D5 binds to the 
urokinase receptor on endothelial cells, thereby enhancing the conversion 
of prourokinase to urokinase by kallikrein, and, thus, cell -associated 
fibrinolysis. HKa or D5 is antiadhesive by competing with vitronectin 
binding to the urokinase receptor and/or forming a complex with 
vitronectin. D5 inhibits endothelial cell migration, proliferation, tube 
formation and angiogenesis, thus modulating inflammation and 
neovascularization . 
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TI Biologic activities of the contact factors in vivo- -potentiation of 
hypotension, inflammation, and fibrinolysis, and inhibition of cell 
adhesion, angiogenesis and thrombosis. 
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TI Involvement of the kinin- forming system in the physiopathology of 
rheumatoid inflammation. 

AB Kinins are potent mediators of rheumatoid inflammation. The components of 
the kinin-f orming system are hyperactive in RA. Excessive release of 
kinins in the synovial fluid can produce oedema, pain and loss of 
functions due to activation of Bl and B2 receptors. These receptors could 
be stimulated via injury, trauma, coagulation pathways (Hageman factor and 
thrombin) and immune complexes. The activated Bl and B2 receptors might 
cause release of other powerful non-cytokines and cytokines mediators of 
inflammation, for example, PGE2, PGI2, LTs, histamine, PAF, IL-1 and TNF 
derived mainly from polymorphonuclear leukocytes, macrophages, endothelial 
cells and synovial tissue. These mediators are capable of inducing bone 
and cartilage damage, hypertrophic synovitis, vessels proliferation, 
inflammatory cells migration, and possibly angiogenesis in 

pannus formation. These pathological changes, however, are not yet defined 
in human model of chronic inflammation (RA) . Hence, the role of kinin and 
its interacting inflammatory mediators would soon start to clarify the 
detailed questions they revealed in clinical and experimental models of 
chronic inflammatory joint diseases. Several Bl and B2 receptor 
antagonists are being synthesized in an attempt to study the molecular 
functions of kinins in inflammatory processes (RA, periodontitis and 



osteomyelitis) , and they represent and important area for continued 
research in rheumatology. Future development of specific, potent and 
stable Bl and B2 receptor antagonists or combined Bl and B2 antagonists 
with y-IFN might serve as pharmacological basis of more effective 
rationally-based therapies for RA. This may lead to significant advances 
in our knowledge of the mechanisms and therapeutics of rheumatic diseases, 
93098051 MEDLINE 
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L5 ANSWER 5 OF 5 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 
TI Pathogenic responses of bradykinin system in chronic inflammatory 
rheumatoid disease. 

AB Excessive release of kinin (BK) in the synovial fluid can produce oedema, 
pain and loss of functions due to activation of B-1 and B-2 kinin 
receptors. Activation of the kinin forming system could be mediated via 
injury, trauma, coagulation pathways (Hageman factor and thrombin) and 
immune complexes. The activated B-1 and B-2 receptors might cause release 
of other powerful non-cytokine and cytokine mediators of inflammation, 
e.g., PGE-2, PGI-2, LTs , histamine, PAF, IL-1 and TNF, derived mainly from 
polymorphonuclear leukocytes, macrophages, endothelial cells and synovial 
tissue. These mediators are capable of inducing bone and cartilage damage, 
hypertrophic synovitis, vessel proliferation, inflammatory cell migration 
and, possibly, angiogenesis in pannus formation. These 

pathological changes, however, are not yet defined in the human model of 
chronic inflammation. The role of kinins and their interacting 
inflammatory mediators would soon start to clarify the detailed questions 
they revealed in clinical and experimental models of chronic inflammatory 
diseases. Several B-1 and B-2 receptor antagonists are being synthesized 
in an attempt to study the molecular functions of kinins in inflammatory 
processes, such as rheumatoid arthritis, periodontitis, inflammatory 
diseases of the gut and osteomyelitis. Future development of specific 
potent and stable B-1 and B-2 receptor antagonists or combined B-1 and B-2 
antagonists with gamma- IFN might serve as a pharmacological basis for more 
effective treatment of joint inflammatory and related diseases. 
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L9 ANSWER 1 OF 12 USPATFULL 

TI Human cDNAs and proteins and uses thereof 

AB The invention concerns GENSET polynucleotides and polypeptides. Such 

GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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10665 SORRENTO VALLEY 
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DOCUMENT TYPE: 
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TI Human cDNAs and proteins and uses thereof 

AB The invention concerns GENSET polynucleotides and polypeptides. Such 

GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 
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TI Irrigation solution and methods for inhibition of tumor cell 

adhesion, pain and inflammation 

AB This invention relates to a method of inhibiting tumor cell adhesion, 

pain, and inflammation at a wound during a surgical procedure by- 
delivering an irrigation solution containing a tumor cell ant i -adhesion 
agent and a plurality of additional agents to an operative site during 
the surgical procedure. In addition, methods of inhibiting tumor cell 
attachment and implantation during a surgical procedure as well as 
inhibiting tumor metastasis during a surgical procedure are also 
provided. 
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TI 1, 4-dihydropyridine compounds as bradykinin antagonists 

AB The present invention relates to compounds of the formula ##STR1## 

wherein each A is independently halo; Y is - - (CH . sub . 2 ) . sub . m- - , 
--C(O)-- or --S(O)--; R.sup.l and R.sup.2 are independently C. sub. 1-4 
alkyl; R.sup.3 is substituted azacycloalkyl etc.; R.sup.4 is phenyl 
substituted at the 2 -position with a substituent selected from 
substituted C. sub. 1-7 alkyl, substituted C. sub. 1-7 alkoxy, amine, etc; 
R.sup.5 is hydrogen or C. sub. 1-4 alkyl; m is 0, 1 or 2 ; and n is 0, 1, 
2, 3, 4 or 5 . The present invention also relates to pharmaceutical 
compositions containing such compounds and to the use of such compounds 
in the treatment and prevention of inflammation, asthma, allergic 
rhinitis, pain and other disorders. 
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TI Novel proteins and nucleic acids encoding same 

AB Disclosed herein are novel human nucleic acid sequences which encode 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 
for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins. 
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TI Cancer treatment methods using antibodies to aminophospholipids 

AB Disclosed are the surprising discoveries that aminophospholipids, such 

as phosphatidylserine and phosphatidylethanolamine, are stable and 
specific markers accessible on the luminal surface of tumor blood 
vessels, and that the administration of an anti-aminophospholipid 
antibody alone is sufficient to induce thrombosis, tumor necrosis and 
tumor regression in vivo. This invention therefore provides 
anti-aminophospholipid antibody-based methods and compositions for use 
in the specific destruction of tumor blood vessels and in the treatment 
of solid tumors. Although various antibody conjugates and combinations 
are thus provided, the use of naked, or unconjugated, 

anti-phosphatidylserine antibodies is a particularly important aspect of 
the invention, due to simplicity and effectiveness of the approach. 
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TI Irrigation solution and method for inhibition of pain and 

inflammation 

AB A method and solution for perioperatively inhibiting a variety of pain 

and inflammation processes at wounds from general surgical procedures 
including oral/dental procedures. The solution preferably includes at 
least one pharmacological agent selected from the group consisting of a 
mitogen-activated protein kinase (MAPK) inhibitor, an 
.alpha. . sub. 2 -receptor agonist, a neuronal nicotinic acetylcholine 
receptor agonist, a cyclooxygenase-2 (COX-2) inhibitor, a soluble 
receptor and mixtures thereof, and optionally additional multiple pain 



and inflammation inhibitory agents at dilute concentration in a 
physiologic carrier, such as saline or lactated Ringer's solution. The 
solution is applied by continuous irrigation of a wound during a 
surgical procedure for preemptive inhibition of pain and while 
avoiding undesirable side effects associated with oral, intramuscular, 
subcutaneous or intravenous application of larger doses of the agents. 
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TI Cancer treatment methods using therapeutic conjugates that bind to 

aminophospholipids 

AB Disclosed is the surprising discovery that aminophospholipids, such as 

phosphatidylserine and phosphatidylethanolaminie , are specific, 
accessible and stable markers of the luminal surface of tumor blood 
vessels. The present invention thus provides aminophospholipid-targeted 
diagnostic and therapeutic constructs for use in tumor intervention. 
Antibody-therapeutic agent conjugates and constructs that bind to 
aminophospholipids are particularly provided, as are methods of 
specifically delivering therapeutic agents, including toxins and 
coagulants, to the stably-expressed aminophospholipids of tumor blood 



vessels, thereby inducing thrombosis, necrosis and tumor regression. 
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TI Compositions comprising modulators of cytokines of the TGF-.beta, 

super family 

AB Compositions consisting of at least one TGFb receptor II homo lb (TRHlb) 

subdomain or at least one TGFb receptor II homology 1 (TRHl) domain and 
a carrier, auxiliary or excipient. The TRHlb subdomain has a sequence 
with the following amino acid pattern: 

Cys--X.sub.j --Lys/Arg--X.sub.k - -Ser/Thr- -X . sub . 1 - -Cys - -X . sub . m 
--Asp--X. sub.n --Asp/Glu, wherein X . sub . j , X.sub.k, X.sub.l, X.sub.m, 
X.sub.n, represent any amino acid and j is 4 to 5, k is 2 to 6, 1 is 4 
to 9, m is 0 to 2, and n is 5 to 6. The TRHl domain has a sequence with 
the following amino acid pattern: 

Cys--X.sub.h - -Asn/Gln--X. sub . i --Cys--X. sub. i --Lys/Arg--X. sub.k 
- -Ser/Thr- -X . sub . 1 - -Cys- -X . sub .m - -Asp--X . sub .n --Asp/Glu, wherein 
X.sub.h, X.sub.i, X.sub.j, X.sub.k, X.sub.l, X.sub.m, X.sub.n, represent 
any amino acid and h is 8 to 14, i is 12 to 16, j is 4 to 5, k is 2 to 
6, 1 is 4 to 9, m is 0 to 2, and n is 5 to 6. 
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TI Method for assaying for modulators of cytokines of the TFG .beta, 

superf amily 

AB The invention relates to a method for assaying for the presence of a 

substance that modulates a cytokine of the TGF.beta. superf amily. A 
substance which is suspected of modulating a cytokine of the TGF.beta. 
superf amily and a TGF.beta. binding compound which is not a TGF.beta. 
receptor and which contains a TRHl domain, or a portion or mimetic 
thereof, is reacted with a cytokine of the TGF.beta. superf amily under 
conditions where the compound, portion or mimetic thereof, and the 
cytokine are capable of forming a complex. Complexes, free compound 
and/or cytokine are assayed and compared with a control. The invention 
also relates to a composition comprising at least one compound which is 
not a TGF.beta. receptor and which contains the TRHl domain or a 
portion, or a mimetic thereof, and a pharmaceutically acceptable 
carrier, auxiliary or excipient and to methods of treatment using the 
composition. Further the invention relates to a method of enhancing the 
activity of growth factors. 
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TI Modulators of cytokines of the tgf .beta, superf amily 

AB The invention relates to a method for assaying for the presence of a 

substance that modulates a cytokine of the TGF.beta. superf amily. A 



substance which is suspected of modulating a cytokine of the TGF.beta. 
superfamily and a TGF.beta. binding compound which is not a TGF.beta. 
receptor and which contains a TRHl domain, or a portion or mimetic 
thereof; is reacted with a cytokine of the TGF.beta. superfamily under 
conditions where the compound, portion or mimetic thereof, and the 
cytokine are capable of forming a complex. Complexes, free compound 
and/or cytokine are assayed and compared with a control. The invention 
also relates to a composition comprising at least one compound which is 
not a TGF.beta. receptor and which contains the TRHl domain or a 
portion, or a mimetic thereof, and a pharmaceutically acceptable 
carrier, auxiliary or excipient and to methods of treatment using the 
composition. Further the invention relates to a method of enhancing the 
activity of growth factors. 
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TI Aptamers specific for biomolecules and methods of making 

AB A method for identifying oligomer sequences, optionally comprising 

modified base, which specifically bind target molecules such as serum 
proteins, kinins, eicosanoids and extracellular proteins is described. 
The method is used to generate aptamers that bind to serum Factor X, 
PDGF, FGF, ICAM, VCAM, E-selectin, thrombin, bradykinin, PGF2 and cell 
surface molecules. The technique involves complexation of the target 
molecule with a mixture of oligonucleotides containing random sequences 
and sequences which serve as primer for PCR under conditions wherein a 
complex is formed with the specifically binding sequences, but not with 
the other members of the oligonucleotide mixture. The complex is then 
separated from uncomplexed oligonucleotides and the complexed members of 
the oligonucleotide mixture are recovered from the separated complex 
using the polymerase chain reaction. The recovered oligonucleotides may 
be sequenced, and successive rounds of selection using complexation, 
separation, amplification and recovery can be employed. The 
oligonucleotides can be used for therapeutic and diagnostic purposes and 
for generating secondary aptamers. 
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